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DETAILED ACTION 

A request for continued examination under 37 CFR 1.114, including the fee 
set forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since 
this application is eligible for continued examination under 37 CFR 1.114, and the 
fee set forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous 
Office action has been withdrawn pursuant to 37 CFR 1.114. Applicant's 
submission filed on 7/25/05 has been entered. 

Applicants' Response and Amendment, filed 7/25/05, has been considered and 
entered. Claims 1, 3-6 and 9-25 are pending; claims 6 and 10 24 are withdrawn; 
claims 1, 3*5, 9 and 25 are under current examination. 

The Ohshima Declaration, filed 7/25/05, has been considered but is not 
persuasive. 

Election/Restrictions 
Claims 6 and 10*24 are withdrawn from further consideration pursuant to 37 
CFR 1.142(b), as being drawn to a nonelected invention, there being no allowable 
generic or linking claim. Applicant timely traversed the restriction (election) 
requirement in the reply filed on 6/4/04. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 

Claims 1-5, 8, 9 and 25 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the enablement requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to enable one 
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skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and/or use the invention. 

Enablement is considered in view of the Wands factors (MPEP 2164.01(A)). 
These include: nature of the invention, breadth of the claims, guidance of the 
specification, the existence of working examples, state of the art, predictability of 
the art and the amount of experimentation necessary. All of the Wands factors 
have been considered with regard to the instant claims, with the most relevant 
factors discussed below. 

The claimed invention consists of a mouse comprising at least one cell that 
comprises a human chromosome fragment that is not integrated into the mouse cell 
genome, wherein the human chromosome fragment expresses at least one human 
cytochrome P450 3A family gene. In specific embodiments, the human chromosome 
fragment is introduced by microcell fusion, the mouse is a chimeric mouse, and the 
expression of human cytochrome P450 3A gene is regulated by the control region of 
human cytochrome P450 3A family gene and is induced by a compound which 
induces the expression of a human cytochrome P450 3A family gene. The claims are 
also directed to cells, organs or tissues obtained from this mouse. 

The specification teaches working examples, wherein the human chromosome 
7 fragment, designated E22, is used to produce chimeric mice. See Examples, 1 and 
4, for example. Particularly, the specification cites the method of WO 97/07671, to 
produce a mouse A9 cell library, harboring various human chromosomes. The '671 
document is in Japanese, however, the Examiner notes that Tomizuka et al. 
(Nature Genetics, 16: 133-143 (1997), cited as Document A6 on Applicants' IDS, 
filed 6/21/02), teaches the general methodology of the production of chimeric mice 
expressing particular human chromosomes. In particular, they teach the microcell 
mediated-chromosome transfer method (MMCT) that is taught in the instant 
specification. See Figure 1 . MMCT relies upon the spontaneous fragmentation of 
human chromosomes by irradiation, and the isolation of the resultant fragments 
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and identification of the fragments by PCR (see pp. 140-141, Methods & Materials) . 
The instant specification teaches the generation of the E22 fragment by this MMCT 
method, and use of this particular fragment to produce chimeric mice. 

As the E22 fragment is essential to the claimed method, it must be obtainable 
in a repeatable method set forth in the specification or otherwise be readily 
available to the public. If the E22 fragment is not so obtainable or available, the 
requirements of 35 U.S.C. 112, regarding "how to make" may be satisfied by a 
deposit of the E22 fragment. The specification does not disclose a repeatable 
process to obtain the E22 fragment because it teaches the generation of the 
fragment by spontaneous fragmentation by irradiation, and it is not apparent if it is 
readily available to the public. If Applicants feel that the production of E22 
fragment is disclosed by a repeatable process, Applicants are invited to point to 
specific support in the specification by page and line number. 

If the deposit is to be made under the terms of the Budapest Treaty, then an 
affidavit or declaration by Applicant, or a statement by an attorney of record over 
his or her signature and registration number, stating that the E22 fragment has 
been deposited under the Budapest Treaty and that the E22 fragment will be 
irrevocably and without restriction released to the public upon the issuance of a 
patent, would satisfy the deposit requirement. 

It the deposit has not been made under the Budapest Treaty, then in order to 
certify that the deposit meets the criteria set forth in 37 CFR 1.801-1.809, Applicant 
may provide assurance of compliance by an affidavit or declaration, or by a 
statement by an attorney of record over his or her signature and registration 
number, showing that 

(a) during the pendency of this application, access to the invention will afforded 
to the Commissioner upon request; 

(b) all restrictions upon availability to the public will be irrevocably removed 
upon granting of the patent; 
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(c) the deposit will be maintained in a public depository for a period of 30 years 
or 5 years after the last request of for the effective life of the patent, whichever is 
longer; and, 

(d) a test of viability of the biological material at the time of deposit (see 37 CFR 
1.807); 

and, 

(e) the deposit will be replaced if it should ever become in viable. 

Once the deposit has been perfected, the claims will be limited to the E22 
fragment. 

The breadth of the claims are not found to be enabling, because the 
specification teaches the production of one human chromosome fragment, E22, (see 
p. 58, lines 12-14), which is produced by MMCT, which spontaneously fragments 
chromosomes. The specification fails to provide any other guidance for any other 
chromosome fragments that express at least one human cytochrome P450 3A family 
gene, other than the E22 fragment. 

Applicants' argue that the human chromosome #7 fragment that is 
introduced into the mouse cell predictability expresses all of the disclosed CYP3A 
family genes, but it is not essential to know how many cells in the claimed mouse 
need to be induced, for example, by rifampicin, in order for the mouse to be useful. 
Applicants point to the instantly -filed specification, to show that the presence of 
these three genes on the human #7 chromosome fragment using PCR and gene- 
specific primers. Applicants further argue that they do not need to provide any 
working examples to corroborate a well-established and predictable gene system. 
Applicants then point to the Ohshima Declaration for support. The Ohshima 
Declaration states that the chromosome fragment has various genes from the 
CYP3A family, and that the chimeric mice of the claimed invention express CYP3A5 
and CYP3A7 genes (see p. 2, #6-10). They teach that they reproduced a fragment 
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similar to the one prepared in Example 23, and that it is slightly shorter than the 
one described in the specification. See #11. They teach that a chimeric mouse was 
produced according to the methods of the specification, and that the presence of 
CYP3A4, CYP3A5 and CYP3A7 genes were confirmed. See #1213 of the 
Declaration. 

The Applicants' arguments and Ohshima Declaration have been considered, 
but are not found to be fully persuasive. The instantly-filed specification does not 
provide guidance as to how to make and use the claimed mouse. The Examiner 
agrees that it is not essential to know how many cells of the claimed mouse would 
need to be induced, in order for the mouse to be useful. Particularly, the 
specification provides sufficient guidance with regard to how one would use a mouse 
having the cytochrome P450 gene, because of the art-recognized functions of P450, 
for example, in the metabolism of drugs. See Background section of specification. 
The claimed invention is not found to be enabled, because the fragment, which is 
used in the working examples is not found to be predictably produced. The 
Ohshima declaration states that they have "reproduced a human chromosome #7 
fragment, similar to the one in Example 23". See #11 of the Declaration. Example 
23 teaches the construction of a HAC having the chromosome #7 fragment, and a 
chromosome #14 fragment, SC20. The specification teaches that the homologous 
clones, obtained in Example 20 were used to produce this HAC (see p. 134, fines 23- 
27). Example 20 details the site-specific insertion of the loxPHyg cassette on the 
human chromosome fragment obtained in Example 19. Example 19 teaches the 
transfection of targeting vectors prepared in example 18 to DT40-#7 cells, obtained 
in Example 14, to insert a human telomere sequence to the genome region 
AF006752, thereby cleaving chromosome 7 in the inserted site. Example 14 teaches 
the introduction of the human chromosome 7 into chicken DT40 cells, using 
microcells purified from mouse A9 cells harboring the human chromosome 7. The 
mouse A9 cells, which were found to harbor human chromosome 7 fragments are 
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taught in the specification in Example 1, and the particular fragment is specifically 
identified as E22. Thus, it cannot be determined from the Declaration if Applicants 
are teaching the construction of a HAC, having both a chromosome 7 and 14 
fragment, and further using the specification as guidance, it appears that the 
fragment that is used in the Declaration is the E22 fragment. Thus, if the 
Declaration is directed to utilizing the E22 fragment, this fails to provide any 
predictability with regard to the production of chromosome fragments, as broadly 
claimed, particularly, any chromosome fragment that expresses at least one human 
cytochrome P450 3A family gene (wherein the specification teaches only one 
fragment, E22, which is isolated from one particular chromosome, human 
chromosome #7). 

The Declaration teaches that the fragment, which is similar to that of 
Example 23, is used to produce a chimeric mouse in accordance with Examples 24- 
26 of the specification. See #12. This is not persuasive. The specification indicates 
that the mice in Examples 24*26 also have an additional fragment from 
chromosome #14, SC20. Thus, the mice that are discussed in the specification are 
not analogous to that which is instantly claimed, as they have an additional 
chromosome fragment, and thus, methods of utilizing those mice are not analogous 
to what is instantly claimed. The Declaration states that CYP3A5, A7 and A4 genes 
are specifically expressed in the mouse liver and small intestine. See #14 and 
Figure 1 of Exhibit A. This is not persuasive because it is not clear if the expression 
analysis is directed to the mice that Applicants have made wherein the mice have 
both chromosome #14 and 7 fragments, or mice which only have a human 
chromosome a human cytochrome P450 3A gene family gene. 

The Declaration further states that CYP3A5 and CYP3A7 is inducible with 
Rifampicin (#15) and that inducing P450 genes using Rifampicin is art-recognized 
to investigate the induction of cytochrome P-450 by xenobiotics (#19-21) and provide 
Kostrubsky et al. to provide evidence for this. The Declaration further teaches that 
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there is no question that researches in the field were confident, at the time the 
present invention was made, to appropriately induce gene expression and activity, 
and such induced CYP3A activity was sufficient to study the metabolic 
consequences of the subsequently* administered drug. 

This is not persuasive. There is no guidance provided by the instantly-filed 
specification that the mice that are taught in the working examples, would express, 
upon administration of rifampicin, will express CYP3A5, A7 or A4. This is because, 
as stated above, the mice that are taught in the Declaration do not appear to be 
analogous to the instantly claimed mice. In particular, the Declaration teaches that 
mice that have 2 chromosome fragments would express these genes. However, the 
specification is silent with regard to the induction of the expression of these genes in 
mice that only have one chromosome 7 fragment. Thus, without sufficient guidance 
as to if these genes will express in the mice provided in the working examples and 
are instantly claimed, the mice fail to have an enabled use. 

With particular regard to the claimed embodiment of an organ which is 
isolated from the claimed mice (see claim 9), these organs fail to have an enabled 
use. The specification provides no guidance as to how one of skill in the art would 
use the organs, as such, using these organs would require undue experimentation. 

Accordingly, in view of the lack of teachings or guidance provided by the 
specification, or the Ohshima Declaration, with regard to the production of human 
chromosome fragments which express at least one human cytochrome P450 3A 
family gene, other than the exemplified fragment, E22, the lack of teachings or 
guidance provided by the Declaration, with particular regard to the particular 
mouse used, and lack of correlation between the mouse in the Declaration and the 
mouse as taught in the specification, the lack of an enabled use for the isolated 
organs, it would have required undue experimentation for one of skill in the art to 
practice the claimed invention. 
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Conclusion 



No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
Examiner should be directed to.Thaian N. Ton whose telephone number is (57l) 
272-0736. The Examiner can normally be reached on Monday through Friday from 
8:00 to 5:00 (Eastern Standard Time), with alternating Fridays off. Should the 
Examiner be unavailable, inquiries should be directed to Ram Shukla, SPE of Art 
Unit 1632, at (571) 272-0735. Papers related to this application may be submitted 
to Group 1600 by facsimile transmission. Papers should be faxed to Group 1600 via 
the Official Fax at (571) 273-8300. The faxing of such papers must conform with 
the notice published in the Official Gazette, 1096 OG 30 (November 15, 1989). 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. 
Should you have questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 866-2 17-9197 (toll-free). 



tut 

Thai an N. Ton 
Patent Examiner 
Group 1632 
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